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Please amend the abstract as follows: 

ABSTRACT 

A method Is disc l osed for the in vitro or in vivo cyc li zat i on of 
prote i n or peptide GcquGncGS. A l so d i sc l osed i s o method of fusing 
po l ypeptide sequences wh il e bound to o solid support. These protein 
mon i pu l Dtion techn i ques re l ied on the irons sp li cing act i vity of o sp l it 
i ntcin, such as the natura ll y occurring sp l it intein from the dnoE gene 
of Syncctiocystis sp. PCC6 8 03 {Ssp Dna E intein). The cycl i zotion 
procedures required the fusion of C ond N termina l i ntein splicing 
domoins to the N and C term i ni, respective l y, of a target protein 
(Inteinfc target protein InteinN). Cyclization in vivo occurred post 
trans l ationo ll y when the two comp l ementary i nte i n sp li cing doma i ns 
li gated the N and C terminus of the torget prote i n. In vitro cyclizat i on 
also uti l ized an Inte i n^ target protein InteinN precursor protein, in 
which the inte i n domains were fused to o chitin b i nding domain (C B D). 
Protein express i on wos conducted under conditions that favored the 
accumu l at i on of precursor prote i n, which wos immobi l ized on a ch i t i n 
res i n. The c i rcu l ar prote i n species were cluted from the chitin resin 
fo l lowing incubation under cond i tions that favored protein sp li c i ng. 
Trans sp l ic i ng was used to l i gate po l ypeptides on a so l id support by 
generating o protein composed of o C B D fused to a C term i na l intein 
sp li cing domain ond target protein 1. This was incuboted with a 
protein composed of target protein 2 fused to an N termina l intein 
sp l icing domain and a C B D. The precursor proteins were immobilized 
on a ch i tin resin where trans sp li cing resu l ted i n the ligation of target 
protein 1 to torget protein 2. These techniques great l y expand the 
procedures avai l ab l e for prote i n engineering and modificotion. 
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(Methods are provided for intein mediated trans-sDilclna of 
immobilized polypeptides and for producing cyclic Dolvpeptides in vivo 
or in vitro. 



